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-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address -- 
Period f r Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )^ Responsive to communication(s) filed on 10 June 2003 . 
2a)D This action is FINAL. 2b)^ This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 
Disposition of Claims 

4) |3 Claim(s) 9 and 13-17 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) E3 Claim(s) 16 and 17 is/are allowed. 

6) E3 Claim(s) 13-15 is/are rejected. 

7) £3 Claim(s) 9 is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
1 1 )D The proposed drawing correction filed on is: a)Q approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) Q The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 1 20 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

a)QAII b)D Some*c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

20 Certified copies of the priority documents have been received in Application No. . 

3.Q Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) ^ Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) ^ Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
Attachment(s) 

1 ) □ Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-413) Paper No(s). . 

2) O Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) CU Notice of Informal Patent Application (PTO-152) 

3) [U Information Disclosure Statement(s) (PTO-1449) Paper No(s) . 6) ^ Other: Written Descript Exmpl 13&14. 
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DETAILED ACTION 

The present Office Action responds the Amendment received on June 10, 2003 (Paper 
No. 18). 

Claim Rejections - 35 USC § 102 - Withdrawn 

The rejection of claims 13, 14, and 9 under 35 U.S.C. 102(b) as being anticipated by 
Semenza (WO 96/39426, December 12, 1996, IDS ref # BC, Paper No. 15), made in the Office 
Action mailed on February 10, 2003, is withdrawn in view of the Amendment received on June 
10, 2003, amending the claims. 

Claim Objections - Maintained 

The objection of claim 9 for depending on a subsequent claim 13, made in the Office 
Action mailed on February 10, 2003, is maintained for the reasons of record. 

Applicants' comment regarding the propriety of claims being dependent on a subsequent 
claim is noted. However, a series of singular dependent claims is permissible in which a 
dependent claim refers to a preceding claim which, in turn, refers to another preceding claim. 
See MPEP § 608.01(n). Additionally, MPEP 608.01(m) states that: 

"claims should preferably be arranged in order of scope so that the first claim presented 
is the least restrictive. All dependent claims should be grouped together with the claim or 
claims to which they refer to the extent practicable. 

Therefore, the objection will be maintained until at the time of allowance, when the 
claims will be renumbered to their proper order. 



Claim Rejections - 35 USC § 112 - New Grounds 
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The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 13, 9, 14, and 15 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 13 (and its dependents) recites the limitation "the biological activity" in sub-step 
(b) and (d). There is insufficient antecedent basis for this limitation in the claim. 

Claim 13 (and its dependents) is indefinite for the recitation of the phrase, "retains the 
biological activity thereof," because it is unclear what biological activity the claimed protein is to 
have. For the purpose of prosecution, the biological activity is assumed to be "apoptosis 
induction." (page 113-114, specification). 

Claim 15 recites the limitation, "the naturally occurring polypeptide of (a)(1)." There is 
insufficient antecedent basis for this limitation in the claims. 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 13, 9, 14, and 15 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to reasonably convey to one skilled in the 
relevant art that .the inventor(s), at the time the application was filed, had possession of the 
claimed invention. 
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The instant rejection is predicated on embodiments (a)(ii) and (a)(iii) of claim 13. Claims 
9, 14, and 15 are dependent thereto, and thus are also rejected. 

The subject matter embraced by embodiments (a)(ii) and (a)(iii) of claim 13 encompasses 
a protein encoded by any polynucleotide that is either capable of hybridizing under moderately 
stringent condition to the cDNA of polynucleotide of SEQ ID Number 3 or any polynucleotide 
having at least 70% identity with the polynucleotide of SEQ ID Number 3. Although the 
embodiments require that the polynucleotides embraced by the claim language have their 
expression modulated when the cells comprising them are subjected to neurotoxic stress, the 
claim is drawn to a polypeptide and the claim does not require the polypeptide to have any 
functional limitation. Therefore, the claim as written embraces polypeptides, polypeptide 
variants which do not have any function as well as function which is not described by the instant 
specification. 

For the above reasons, the specification inadequately describes the genus of polypeptides 
embraced by the claims. 

Amending the claimed embodiments to explicitly recites a functional limitation of the 
claimed polypeptide (i.e., inducing apoptosis) would overcome this rejection. Applicants are 
referred to Examples 13 and 14 of the Written Description Guideline attached hereto. 

Conclusion 

Claims 9 and 13-15 are rejected. Claim 9 is objected to. Claims 16 and 17 are allowed. 

Inquiries 

Any inquiry concerning this communication or earlier communications from the 
Examiner should be directed to Young J. Kim whose telephone number is (703) 308-9348. 
The Examiner can normally be reached from 8:30 a.m. to 7:00 p.m. Monday through 
Thursday. If attempts to reach the Examiner by telephone are unsuccessful, the Primary 
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Examiner in charge of the prosecution, Dr. Kenneth Horlick, can be reached at (703)-308- 
3905. If the attempts to reach the above Examiners are unsuccessful, the Examiner* s 
supervisor, Gary Benzion, can be reached at (703) 308-1119. Papers related to this 
application may be submitted to Art Unit 1637 by facsimile transmission. The faxing of 
such papers must conform with the notice published in the Official Gazette, 1156 OG 61 
(November 16, 1993) and 1157 OG 94 (December 28, 1993) (see 37 CFR 1.6(d)). NOTE: If 
applicant does submit a paper by FAX, the original copy should be retained by applicant 
or applicant's representative. NO DUPLICATE COPIES SHOULD BE SUBMITTED, so 
as to avoid the processing of duplicate papers in the Office. The Fax number is (703) 746- 
3172. Any inquiry of a general nature or relating to the status of this application should be 
directed to the Group receptionist whose telephone number is (703) 308-0196. 



Young J. Kim 



8/12/03 




JOHNS. BRUSCA, PH.D 
PRIMARY EXAMINES 



Example 13: Protein Variant 



Specification: The specification describes a protein isolated from liver. A 
working example shows that the isolated protein was sequenced and 
determined to consist of SEQ ID NO: 3. The isolated protein was 
additionally characterized as being 65 kD in molecular weight and having 
tumor necrosis activity. The specification states that the invention provides 
variants of SEQ ID NO: 3 having one or more amino acid substitutions, 
deletions, insertions and/or additions. No further description of the variants 
is provided. The specification indicates that procedures for making proteins 
with substitutions, deletions, insertions and/or additions are routine in the 
art. The specification does not define when a protein ceases to be a variant 
ofSEQIDNO:3. 

Claims: 

1 . An isolated protein having SEQ ID NO: 3. 

2. An isolated variant of the protein of claim 1 . 
Analysis: 

Claim 1: 

A search of the prior art indicates that SEQ ID NO: 3 is novel and 
nonobvious. The claim is directed to a genus of proteins that comprise SEQ 
ID NO: 3. One member of the genus, SEQ ID NO: 3, is described by a 
complete structure. 
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i 



Tnere is relatively little variation among the species within the genus 
} because each member of the genus shares SEQ ID NO: 3 as a necessary 

common feature. The single disclosed example is representative of the 
claimed genus because taken in view of the general knowledge in the art, the 
disclosure is sufficient to show that one of skill in the art would conclude 
. ) that applicant was in possession of the claimed genus. 

Claim 2: 

This is a genus claim. According to the specification, the term variant 
means a protein having one or more amino acid substitutions, deletions, 
insertions and/or additions made to SEQ ID NO: 3. The specification and 
claim do not indicate what distinguishing attributes shared by the members 
of the genus. The specification and claim do not place any limit on the 
- , number of amino acid substitutions, deletions, insertions and/or additions 

that may be made to SEQ ID NO: 3. Thus, the scope of the claim includes 
numerous structural variants, and the genus is highly variant because a 
significant number of structural differences between genus members is 
permitted. Although the specification states that these types of changes are 
routinely done in the art, the specification and claim do not provide any 
guidance as to what changes should be made. Structural features that could 
distinguish compounds in the genus from others in the protein class are 
missing from the disclosure. No common structural attributes identify the 
members of the genus. The general knowledge and level of skill in the art 
do not supplement the omitted description because specific, not general, 
guidance is what is needed. Since the disclosure fails to describe the 
common attributes or characteristics that identify members of the genus, and 
because the genus is highly variant, SEQ ID NO: 3 alone is insufficient to 



51 



describe the genus. One of skill in the art would reasonably conclude that 
the disclosure fails to provide a representative number of species to describe 
the genus. Thus, applicant was not in possession of the claimed genus. 

Conclusions: 

Claim 1: 

The claimed subject matter is adequately described. A rejection under 
the written description requirement should not be entered. 

Claim 2: 

The claimed subject matter is not supported by an adequate written 
description because a representative number of species have not been 
described. A rejection under the written description requirement, relying on 
the analysis set out above, should be entered. 
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Example 14: Product bv Function 

Specification: The specification exemplifies a protein isolated from liver 
that catalyzes the reaction of A — ► B. The isolated protein was sequenced 
and was determined to have the sequence as set forth in SEQ ID NO: 3. The 
specification also contemplates but does not exemplify variants of the 
protein wherein the variant can have any or all of the following: 
substitutions, deletions, insertions and additions. The specification indicates 
that procedures for making proteins with substitutions, deletions, insertions 
and additions is routine in the art and provides an assay for detecting the 
catalytic activity of the protein. 

Claim: 

A protein having SEQ ID NO: 3 and variants thereof that are at least 95% 
identical to SEQ ID NO: 3 and catalyze the reaction of A _^ B. 

Analysis: 

A review of the full content of the specification indicates that a 
protein having SEQ ID NO: 3 or variants having 95% identity to SEQ ID 
NO: 3 and having catalytic activity are essential to the operation of the 
claimed invention. The procedures for making variants of SEQ ID NO: 3 
are conventional in the art and an assay is described which will identify 
other proteins having the claimed catalytic activity. Moreover, procedures 
for making variants of SEQ ID NO: 3 which have 95% identity to SEQ ID 
NO: 3 and retain its activity are conventional in the art. 
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A review of the claim indicates that variants of SEQ ID NO: 3 include 
but are not limited to those variants of SEQ ID NO: 3 with substitutions, 
deletions, insertions and additions; but all variants must possess the specified 
catalytic activity and must have at least 95% identity to the SEQ ID NO: 3. 
Additionally, the claim is drawn to a protein which comprises SEQ ID NO: 
3 or a variant thereof that has 95% identity to SEQ ID NO: 3. In other 
words, the protein claimed may be larger than SEQ ID NO: 3 or its variant 
with 95% identity to SEQ ID NO: 3. It should be noted that "having" is 
open language, equivalent to "comprising". 

The claim has two different generic embodiments, the first being a 
protein which comprises SEQ ID NO: 3 and the second being variants of 
SEQ ID NO: 3. There is a single species disclosed, that species being SEQ 
ID NO: 3. 

A search of the prior art indicates that SEQ ID NO: 3 is novel and 
unobvious. 

There is actual reduction to practice of the single disclosed species. 
The specification indicates that the genus of proteins that must be variants of 
SEQ ID NO: 3 does not have substantial variation since all of the variants 
must possess the specified catalytic activity and must have at least 95% 
identity to the reference sequence, SEQ ID NO: 3. The single species 
disclosed is representative of the genus because all members have at least 
95% structural identity with the reference compound and because of the 
presence of an assay which applicant provided for identifying all of the at 
least 95% identical variants of SEQ ID NO: 3 which are capable of the 
specified catalytic activity. One of skill in the art would conclude that 



54 



applicant was in possession of the necessary common attributes possessed 
by the members of the genus. 

Conclusion: The disclosure meets the requirements of 35 USC §1 12 first 
paragraph as providing adequate written description for the claimed 
invention. 
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